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UToRRE®B %,

1) EAEYRE RSB E R R BRI+ 2 A% D MIC O#3t T3, Staphylococcus
aureus 23tk O MICq0130.39ug/ml & cefaclor D12.5ug/ml itk L B T B D, Streptococcus
preumoniae 228K\ L T b 24K0.20ug/mlA T, Branhamella catarrhalis 2TRRCF L T H 28

1.56ug/mlbA T LMW HABEN 2R L,

2) CFDN 100mgZEfER& 54 0 OB RHEIT, LRRAEERITH & UF100me 3 ELESHRS5H DS
BEQWmPBIT2RIE L, 165~ 4 BR25A RO MEHBRE, OERIBRES & U L IRRkRE
EixZhZh0.271~1.422ug/ml, 0.078~0.411ug/g, 0.063~0.392ug/g TH o1z, %72, FES
WYIBE L 3 Fich 2 #1120.03, 0.12xg/mizED &htz,

3) ERIRGRRBRESUBEE2IEICH T 2 EBREIRIZ, X061, BRI, ©ER 46, EL

2BITH Y BREIRTI.I%TH > 7,

0 EWFRIE 1 BICIRE 25 1o, ERREED BEEBMIIRD 2 > 12,
Key words : Cefdinir, $i#/1, MMPBE, HMRREERE, BHRHR

Cefdinir (CFDN) 3BERERKFRACRR S W FEOR
t770ARY) YBAITH S, FHZ Fig KRy MEXTH
DT7-73/%¥770RR7 B (7 ACA) D3flicE=)
R, TR 7I/F7/ I vELeFudof I/ ®HERT
%,

FHE 7 7 LM, RHEICH LILER AR M0 %2F
U, % i Staphylococcus aureus, Staphylococcus epider-
midis, Streptococcus pyogenes, Streptococcus pneumoniae 7%
EDYF LR LENAENERT Y,

FHN, FOKSIZED cefixime FRFEED £ /MG LI
~hif L D RIN & N B RE KA BT 2 AE| D MR P I
BE&M 4BEITY — 7 1E L ZOFBIIHL. TR TH 3,
BRHPIC I3 55 1285 RIIE THIB0% DS R BALIED £ S HEltt & h
3,

SEHZ I EMEERHESRC 510 5 CFDNOERES), ERR
HIRE 21T > e D THE T 5,

.8 B 5 &

1. figghH
FHOMEA R b 7 LB L UHEN 2R 5 HY

s o COOH
H.N _
\“/ ]l Ny CH=CH,
N C-CONH---
II\IJ H HS
“OH

Fig. 1. Chemical structure of CFDN.

TIRAEFR100k & B S 0R MR R} 05 38 X 4 fiE B 3R oD B

(1987453 B) S.aureus23tk, S.pneumoniae22tk, Bran-
hamella catarrhalis2T¥% B & U Pseudomonas aeru-
ginosa THRIZDW T AL ERESE SEREE IR T
ZOR/NEBHILBE (MIC) 2RIZEL7,

2. HENEBE

BEBHNAEHBRRE S & UBRIRE 198745 B
» 519885 4 A OEREEMN £ B89 L TABRL 2
A 8 %, LEREIRAM EBEAE LTARLIZKA 3L
BEUBHPELTEROMEL THLARABRE 3 &Iz
xf L AFIOABABAT 2R L 12,

FRCIEL CBEORELXRE L., RESBTS
& U LSRR EREAT T3 AH100mg (F11f) » 7w

* T467 FANR LS EEHREXRRTEET) I8 1
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Table 2. Criteria for clinical evaluation

Excellent

The principal symptoms disappeared and the marked
improvement in signs was observed within 3 days after
onset of the treatment.

Good

The principal symptoms disappeared and the improvement
in signs was observed within 6 days after onset of the

treatment.

Fair

Some of the symptoms disappeared and the improvement
in signs was observed after 7 days.

Poor

The principal symptoms and signs were unchanged or
aggravated in spite of the treatment.

14 7N e BEERR S ¢, FFIKRS5% 1R~ 48
RIS DA L FERFIC M 2 L 72, 72, HiRH
BATCIREAF100mg % 1 B 3 BIRNARE ¥, 7 DX H KB
HEER—1—=T 4 A7 ICRL, Afek sRRFCImBD
BERUZ, 28, BEAECEBL TEREREICE
Providencia stuartii ATCC43664%k % Fi v», Bioassay
HBICTHIE L 72, BRMBOIERICH Tz > TiZ, MPE
ECRRENE2AVT, A8NBETIZL/I5SM Y VB
EEER (pH7.0) 2EALT,

3. ERRRAIRRET

19874 4 B 5> 519884 4 Bz &t B KK BIRp
B & UBIRREONREBED > b, KRBT+ 22
2T, BRZINT 37 VAF—BERDOR NI L%
R L e ECHBROANS 25 LRIEOR S - ks
BHRHE 6 B, SHEREL 2 F, JME(BEPE L3
B, BEBEPEROAMEES fl, [IEAFERS
B, BUBIMEEL S FlB L EHRIBERDOBEEE3
BIDEET295 =R E L7z (Table 1), %5, MREBH
DERITISER~T25% CF537.75%), HAIZBH 8 #l, &
AP TH o1, £, SHHE - BREEBIZLEICED
rhot, AFIOZSIZFER L LT100mg (F1f) # 7+
NEL1ELA 72V 1B3E, 3~14BFEEORS L,
fOAEFICOVTI, FRERATE L USREREARMPHA L
1EBE 20 o Tz BIR¥IF I DT id#Eda Table 2
IRT RS THIE LT, £72, BIBEADERT
GRS VKR TRICXBER* B L ZOREE
4Lz, LBTEESHBE LI > TEENE,
WE, BEUE, TED 4BETHE LY,

II. & E S

1. HiEH

BRI 2 R B DI 113 S.aureus 209 PJ-2
0.05ug/ml, S.aureus Terajima 0.78ug/ml, Escherichia
coli NIHJ-2 0.20ug/ml, E.coli ATCC 39188 0.0254g/
ml, Proteus mirabilis 3849 0.1ug/ml& B WHEENE%
R L7228, Indole BB Proteus Td % Proteus vulgaris
0X-19& Morganella morganii 38481 136.25ug/ml & &
EEOHBENET LT, £72, P.aeruginosa 10490121350
ug/mlTH o7, CCL & DL T S.aureus, E.coli B
& U Proteus sppiZB\>T 3~ 6 EENL Tv>7z (Table
3)e

B AIRERISRISBYE R D BR BRI 3 2 AF|
D MICeold, S. aureus23# T0.39ug/ml, S.
preumoniae22#K T0.054g/ml, B. catarrhalis2T#T0.78
ng/ml, P.aeruginosa 7 T50ug/mliTH o7z (Fig2,

Table 3. Antibacterial spectrum of CFDN and CCL

) MIC (zg/ml)

Organism CFDN| CCL

S. aureus 209 PJ-2 0.05 | 0.78
S. aureus Terajima 0.78 | 6.25
M. luteus 9341 0.10 | 0.025
B. subtilis 6633 0.20 | 0.10
E. coli NIH]J-2 0.20 | 3.13
E. coli ATCC 39188 0.025 | 0.78
P. mirabilis 3849 0.10 | 6.25
P. wvulgaris 0X-19 6.25 100
M. morganii 3848 6.25 50
P. aeruginosa 10490 50 100

CCL: cefaclor Inoculum size 10° cells/ml
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CFDN 1 3 15 301
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CCL 1 7 8 2 1 4

CCL 1 4 3 7T 7 4 1

Fig. 2. Sensitivity distribution of S. aureus (23 strains).
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Fig. 3. Sensitivity distribution of S. pneumoniae (22
strains).

3, 4), CCL L DL TiZ MICqolZ B> T S.aureus, S.
Pneumoniae T 5 &, B.catarrhalis T 3 EXF|H1E-T
Wiz, P.aeruginosa TRRFAIZEDOHMEI %2R LT,

2, HBRAT

FH100mg 2 E MR S8 - 817 5 OERMERBIT
Bi#%% Table 4 1=R U7z, 165~ 4 B¥REI255 %I B>
TRHSEAR0.078~0.411g/g, M%E0.271~1.422ug/ml
OBITTHD, NMEELLTH B £9.3~71.7% (Fi5H
19.4%) DBATRTH > 7z, AHEI100mg# EIZERTIE SHFIC
BI7 2 LSRRGSR TR & Table 5 RL 72, &
FIARF% 2 B¥RI3053~ 3 BFREI30 421 B\ > T L ZRIRNEAR
0.063~0.392ug/g, Ifl#%0.544~0.8154g/mlD H 1T T
B> 72, 4K100mg 1 B 3 ERAEOPE WY BT

Fig. 4. Sensitivity distribution of B. catarrhalis (27
strains).

&% Tabele 6ZRUT:, FAIBRMEARAR 3 FFRI305M
B THESSRTS 3IfIF 2 flicED S5h, £D
#EI30.034g/ml&0.124g/mlTH > 72,

3. ERRHIRREY

FEBADEKESE % Table 7 1R, RHEEEHER
Pk 6 BITI3ERN 3B, BZh3F, BHEMEEEK 26 2
Bl bER, RECEETEXRIFITIEER LG, B
16, #3016, EHBEFERORMEERE S FITIE
226, B3I, BMSNEER S5 FITITER 45,
PREY1H, BHFNBEEKLSFITIIEL I, POH
160, #2160, BHIBRELAOREEEIHNTIIE
216, LREM2FITHY, BREBEEKHEIZ296hE
201061, BZN3GI, LER 4G, ERH2HITHOER
FI379.3% TH o7z, BIBEREFIDS L 6 FITB T
FER G TR XRRE SRR S Nz (Table 8), X
FRRIC & 2 EE 3 EHRE 2, BERE 26, T
2BIT4,/6 (66.7%) BV TEERELULHED S
niz,

M FRIRIR 1T Table 9 R0, EROBHE X
T226ERF24ERIC BV TIHK L, HEARIZ2.3%TH -1z,
FEIDOFHETH 3 7' 7 LBHEEREL8KTIE, 100% D%k
RTH5,

BIfERIZ 1 BICIRR 258 72, ERISDBEDEFHIC
&% L FFIRA 3 BB & Y FFRABCIRE 2L, #
DIERIZEE TI0~300 G L7z, 2 DRMIZHEED
feoBIdRAEZHBEL, 3, 4, 5HEIZ100mgX 2 @,
BB LIREREH 5 HEICHKRE L 72 7- D FF| DR
BERET LIz, ZDBIRKH %2  FERAEICERD H
SbhiicZ L BLUMORRDOHE L 27 DEHF £ D



CHEMOTHERAPY

1058 DEC. 1989
Table 4. Plasma and tonsil levels of CFDN
100mg p.o.
CFDN Rati
Case S Age | BW | Sampling o
No. | °%* | (yrs) | (kg) time plasma tissue tissue/plasma
(ug/ml) (ug/g) (%)
1 M 33 |65.5 1°00° 0.271 <0.093 -
2 M 45 59 1°30° 0.573 0.411 71.7
3 M 21 68 3°00° 0.856 0.174 20.3
4 F 26 | 43.5 3°10' 1.256 0.134 10.7
3°20° 0.815 0.159 19.5
5 F 30 |48.5
3°40' 0.880 0.245 27.8
3730 0.870 0.084 9.7
6 M 39 50
3°30' 0.800 0.078 9.8
7 F 24 |43.5 3°45' 1.131 0.174 15.4
415 1.422 0.132 9.3
8 F 29 35
4°25' 1.251 0.234 18.7
BW: body weight
Table 5. Plasma and maxillary sinus mucosa levels of CFDN
100mg p.o.
, CFDN
Case Sex Age BW Sampling -
No. (yrs) | (kg) time plasma tissue
(ug/ml) (ng/g)
1 M 53 71 2°30° 0.753 0.192
2 M 33 80 3°30° 0.544 0.392
3 M 44 62.5 3°30° 0.815 0.063
BW: body weight
Table 6. Serum and otorrhea levels of CFDN
CFDN
(;\?se Sex Age g(W) ( D;S:ge ) Isolat-ed Sampling time
o. (yrs) | (kg) | (mgXtimes organism serum (ug/ml) | otorrhea(ug/ml)
1 F 71 51 100X 3 S. aureus 3°30' 0.26 0.12
2 F 74 45 100X 3 B. catarrhalis 3°30' 0.07 0.03
3 F 55 60 100X 3 S. aureus 3°30' 0.071 <0.031

BW: body weight
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Table 7. Clinical efficacy classified by diagnosis
. . No. of . Efficacy
Diagnosis cases Excellent Good Fair Poor rate
Acute lacunar /
tonsillitis 6 3 6/6 (100)
Acute laryngitis 2 2 2/2
Acute purulent
otitis media 3 1 1 2/3
Acute exacerbation
of chronic otitis media 5 3 5/5 (100)
Acute otitis externa 5 1 4/5 (80)
Acute sinusitis 5 3 1 1 3/5 (60)
Acute exacerbation of y
chronic sinusitis 3 1 2 1/3
Total 29 13 4 2 23/29(79.3)
Table 8. Improvement rating in X-ray findings before and after CFDN treatment
Case Di . Dose(mg/day) | Observation X-ray findings Improvement
N iagnosis Duration(days) 4 - —. — .
0. ation(days, ay maxillary sinus* | ethmoid sinus* rating
. 100X 3 0 - + remarkably
2
3 acute sinusitis 14 14 _ _ improved
24 acute sinusitis 1003 -1 + - remarkably
10 8 - - improved
. 100X 3 0 L.+ R:+ L: + R: + slightly
2
5 acute sinusitis 7 7 + _ + _ improved
97 acute exacerbation 100X3 0 + + slightly
of chronic sinusitis 14 17 + + improved
28 acute exacerbation 100X 3 0 L:+ R: 4 L:— R:+ h d
of chronic sinusitis 14 14 + + - + unchange
2 acute exacerbation 100X 3 0 L:+ R:+ L: = R:-— h d
of chronic sinusitis 8 8 + + - - unchange

*L: left R:right

RRBREREE L Lz, BRRREDRMHR: 6 Hlicis
WTREEE ERLUIESIZ 1BILFED 1o T,

. & 3

CFDN 3 ERER TEMEMIB L TRE SN EO
Bx77ozxxRy) v8FTHY, —HFERTEIL
cefixime (BA% 2 — K FK027) DOLLEHHEIDOFH S
7 LBSMERRE I L T b8V in vitro I RO Z &
MWIEMTH B, FD in vitro MBI HEERBE I KBRS
RGBT LED TR L2,

FEEEG R BRI XT3 2 RFIOME /113, BERFEL
FCRT D B BER 2 ST AR AR & [B 4% S.aureus, S.pneu-
moniae, B.catarrhalis £ bIRWIREN %R, BL,
P. aeruginosa \Zx3 L TIRERNTH o 72, FHIDEHTH
% S.aureus \ZBHL T, MICy130.39¢g/mlTH » ELE L
7z cefaclor M12.5ug/mlE L 5 BEEN TV o, "=y
U U FEEER (PBPs) 00T 2 AT L hidEwH|
i& S.aureus DEEPBPs 1, 2, 3R LHYZIEHE
fatE%ERL, CFIX £t XTPBPs 1 & 3, CCL ICEH~
T PBRP2IZEVWEMMEERLTEBY, £, Saureus D
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Table 9. Bacteriological effectiveness classified by
organisms
. No. of . Eradicated
Organism strains Eradicated | Unchanged rate (%)
S. aureus 11 11 11/11(100)
S. epidermidis 1 1 1/1
CNS 2 2 2/2
S. anginosus 1 1 1/1
S. agalactiae 1 1 1/1
S. pneumoniae 1 1 1/1
S. pyogenes 1 1 11
B. catarrhalis 2 2 2/2
K. oxytoca 1 1 1/1
P. aeruginosa 1 1 0/1
H. influenzae 3 2 1 2/3
P. anaerobius 1 1 1/1
Total 26 24 2 24/26(92.3)

CNS: coagulase-negative Staphylococcus

E4AT 5 p—lactamase KL CHBEDTERETH S Z
E &0 in vitro TEAN DB EBKIEX B,

FEBRBITC OV T, BERERBERICEIT X
% & 8 13 S.pyogenes, S.pneumoniae, S.aureus, B.
catarrhalis, Haemophilus influenzae TH 3 Z &2 F X
5k, ZHDOEES FEHINT S MICidEhZFh=
0.025ug/ml, 0.1xg/ml, 0.39ug/ml, 0.39xg/ml, 0.78
pg/mlThH Y OERPSEZRN, EHRRAEEHEBA < MIC
UEDBATBENZED 5ND I ENEE LV, AHF100mg
THEBERKES T3 % h £ h0.078~0.411xg/g,
0.063~0.392ug/g DEBESBITLTB D, ZIZEEIC
1h > ABTRELEZ OGNS, £/, FESUWBITI,
3Bt 2 i20.03ug/ml £ 0.12g/mIDBITIRE 22D
feds, ZOBRRIE L MEFBEIE» 2 D {E» T,

A E| % B MIAERISRERAE2IC 5 L, BREIR
PRI L7 & 2 22290 EZN081, BRI3BL. LH
$h4 B, EZ2HIT, BHFIITI.I%TH-1:, KBE
WZHBE, ERER 8HIF100%, BEICIRESRE X 35
166.7%, 1@MALIBMESE £ O RMEHEE 5 FIH100%, R
HHEE R 5 BIH80%, EIMEER 8 FIH50%DEZIET
H D EBRNCIZIZHR T S EREEE S Nz, KT,
EMEALABME R E £ 0 SMEEEER IO L TAEBITI
H % 53, 100% DERE CRRFEB TORERIZRRT
DEH| & L+ 5 & CFIX 13/21 (61.9%), CS807 13/
18 (72.2%), SCE217418/23 (78.3%) T» Y, FHlix
FEEICBOERRERTY, 5BIDRKE X, S.aureus

4 B, B.catarrhalis 1 Bl T dH v, K H 0 MIC iz
0.025~0.39ug/ml & BWEZR U2, 72, S.aureus 4
BloBERELFE2ATH 1~5HM (¥938) g
HHETHY, FABEERETH 28BS EL
& D DBESEEDE D S.aureus WXL THBWESMS
RUTz, BIMBERD X & 220E X, AMBliciks,/
3 (100%) EH o>z, BHEORMHEESTCIZ1,/3
(33.3%) EROFBEC L 3BRABRKL >N,

TE2PIDEHREIRIZ L bITPRERTH Y BT
R HBNERIBOISDDEKICEES k-T2,
BEARIRIL, 268kP248k (92.3%) DHEERD, 7
7 LAGHELIR TIRIAFRIOME 1 0OBEE R TI0L 25
BEREEL, N1k S.aureus SEES R T, 75
Bt U7z 2 BkiZ P.aeruginosa 1#%, H.influenzae 14 Th

D, FFIOTES & HBABITEER T ISR LY 2K
LEZ LN,

BEHEAIR 1B BLTIRK 2Dz, FEIZT v b2
B=/04— 7Y% 75 ATRTED PEAOBTI
2L, MELREFRTRRVEEZ 2BBEDE
FEMOEROHAL R LI L2EZBLFAICLDY
D EHERE D 2B, FEY VRV Y LADEWERE
i & B L 14T4BR RS, FERDATH BV, ¥2,
ERRBEORELEIIDD SN o7,

A EERE Uz OERZERD & FFITBE~HEE
O H BIFERRISRSE o U TEE, ZetcEhn
1EHTHBEEZ SN,

X [

1) F36EEFEREFSTEARIRE, FES VRY
v L, FK482, %%, 1988

2) BFEREES | B/REMHILRE MIC) AlZER
24ETi2 DT, Chemotherapy 29 : 76~79, 1981

3) EipEeT, fh: BIMEELR IS 5 Lenampicillin(KBT
-1585) DFEZHFHd, EHM31:123~134, 1985

4) KT, BB%RE, & BA AR & FEEX:
H AERERISESIC 351 5 Cefixime (CFIX) OERNL
S U2 B BK B9 R 3, Chemotherapy 33 (S—6):
817~827, 1985

5) EHEM—ER, fii(4 M)  EABRRERICBT S CS
-807D R, HRKAIMRST, Chemotherapy 36 (S —
1) :1056~1063, 1988

6) & BA b (4MER  EARENFEALSICBITS
Cefotiam hexetil D EBEH 7 5 U1 BREK BIR
Chemotherapy 36 (S —6) : 813~821, 1988
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FUNDAMENTAL AND CLINICAL STUDIES ON CEFDINIR
IN OTORHINOLARYNGOLOGY

Kaoru SovaNo, SHunkicH! Baa, KEenj Suzuki,
YosHito Mor! and JUNICHIRO SHIMADA

Department of otorhinolaryngology, Nagoya City University Medical School
1 Kawazumi, Mizuho-machi, Mizuho-ku, Nagoya 467, Japan

Takesur Maruo and Haruo ITo
Department of Otorhinolaryngology Showa Hospital

We carried out basic and clinical studies on cefdinir (CFDN) in otorhinolaryngological infections. The
following results were obtained.

1. We measured the antibacterial activity of CFDN against clinically isolated organisms. The MICs, of
CFDN against Staphylococcus aureus was 0.39 ug/ml, and was superior to that of cefaclor with 12.5 gg/ml.
The MICs of CFDN against Streptococcus pneumoniae (22 strains) and Branhamella catarrhalis (27 strains)
were =0.20 xg/ml and <1.56 ug/ml. CFDN thus showed potent antibacterial activity against these
organisms.

2. Levels in the palatine tonsils, in the maxillary sinus mucosa and in plasma were determined after a
single dose of CFDN 100 mg in a fasting state, and otorrhea and plasma levels were determined after one-day
treatment with 100 mg t.i.d. Levels in plasma, palatine tonsil and in maxillary sinus mucosa after a single dose
at 60 - 265 minutes were 0.271 - 1.422 xg/ml, 0.078 - 0.411 xg/g, and 0.063 - 0.392 xg/g, respectively. Levels
in otorrhea were 0.03 xg/ml and 0.12 xg/ml in 2 patients.

3. CFDN was given to 29 patients with otorhinolaryngological infections. The clinical results were
excellent in 10 patients, good in 13, fair in 4, and poor in 2, with an efficacy rate of 79.3%.

4, As to side effects, sleepiness developed in one case. But no abnormal laboratory findings were noted
in any of the patients.



